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Abstract not available for JP 10508868 (T) 

Abstract of corresponding document: WO 9621467 (A1) 

Cytotoxic biotherapeutic agents effective for treating 
certain types of cancer in humans are provided 
which comprise the TP-3 murine monoclonal 
antibody chemically conjugated to pokeweed 
antiviral protein (PAP). The invention further 
provides a method which utilizes the disclosed 
cytotoxic biotherapeutic agents to systemically treat 
cancer patients. With slight modifications the 
method of the present invention should be generally 
applicable to preparation and use of other cytotoxic 
biotherapeutic agents using chemical or 
recombinant derivatives of the TP-3 or TP-1 
antibodies or PAP toxin. The invention is applicable 
to cancer patients who express the p80 antigen 
recognized by the TP-1/TP-3 antibodies either on 
the surface of their tumor cells or on the tumor blood 
vessels. 
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tf^-e^K T P-3-P AP^mmm^mmi&xh^ p h?. sco y lymmmmxm 

tebfco 0li-^bfcJ:5^-. TP-3-PAP:feaS*{mA;0>t^345>mi-g^ 
fiib*&26. m^^XT&mVX^RJt^TP-SMoAh'^mmi^fCo aStMPAPftS 
65>^r^ffib. m^^^a**?0^bJ:<5>BlbTv^fCo HPLC^-ffi^»Hti* 
tcf)^fj:^(Dm(D^EJt^TP-3 Mo Ab^^^-ev^fco 
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mm^m^ sds-page -esroi^myvix V ^xm^±o ^mv^^(D s d s 

-PAGE (D^mz i S t . *^ T P -3- P A P ^^mmmU^'Pl^ fl< 5% (D P 
AP;a^#ft-r5r rixj^^f::. Mo Ab (150kd)^n4%. lf0(Z)M 

o Abii^T-i- 1{@(^P APi>^;^^v^;^/V7^ KI£'a^LTV^^180kda^^34%. 1 
fiOM o A b t::2fi(D P A P^^ ^Sg-a^ LTV^5210kda:a534%db^iI^^^ 
Ab:9^T-^::3^g(Z)PAP5>^;a^^g'^LTV^5240kdttl8%^^A/TV^fc (0 1 ) o 

^^V-yy ^-^^':y^^x^^/Vy :7 h»>air (OelScan Soft-Pac Module softw 
are) ^m^X^^LfCo ^ ^'^^^Kftfi^ tf v^>^=^^:/^«IS^:x;^X A (Bicinc 
honinic acid assay system) (Sigma) ?rffiV^TSllSL'/Co ^P;tT> Bio-RadW^Ff 

t>h"^^t^iltciy/^^<--:^T4 :y^^y h (silver stain kit) ^fflV^TSDS-P 

T P -3- P A P ^(OTP-3^y -^;vtfii^:fs i.XJ^F AF^^CD^ 

flt^ Lfco KP A p M*'l4feT;#:ji»M*<z) PAP ^^v ^r^l§m^ Lfc i^f-^^fj 

— b • i^^^K-^i^^IgG (Sigma Chemical Co. . -^l^V/^^y^. ^ X— P ) ^ 
fflV^T. _hfB(::fB«c^J:5Jc. J^miJcMyers^;5^«^Lrv^5 J: 5 fflS^S 



^^l-Slf+^^^P Lfco ^>-/^^K«ft}lSigma(7)t^^>>:/:3:^>^^^^v^;;^xA:S: 

HilMS : t: hOHS#Sl)»fflJiatc:^^^TP-3-PAP:^feaS«fStt 

O^IR CO o H S 6 V ^T^i^S^^f o 

f->-7^/Vi:tl*MOHSMa^2--40^^^>'^^-<-bLfc^. ^H^^i^^^- 
(y^^^xTK^-NEN. :^::^hy '^f'i^=L—±-/y) 25 /il (2/z Ci) Sr^ Mag 
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— bt;::PHDiMaSaSB (Cambridge Technology. Inc.. ^:t — ^—^i^>'. 
^-t>y^) ^fflV^rJPx.5o Sf^V^^f-l-^^v^H ^M* (Cytoscint ; ICN. C 
ostaUesa :^Vy:t/^='T) ^l^Mlk. LKBm^^i^iyl^^u—i^syy:^^ 
V-^^^rfflV^T^SbfCo x--^t^Dr.Bob Jarvis (University of Minnesota Co 
iDputer Sciences) ^^fi^UfcExcel macro routine^ffiV^T^Stfr U> ^if^^T'/V 
(D3±y h(D^^^^l^U^^M^^1^'^l^fCo Clonogenic Assay^ilfii^fijJrUckun^ 

CDiifflJ , J. Exp. Med . , 163 , 347(1986))o 

T P-3-P A P:feg«*t^^!j*KliCT P-3 + OH S#fiM«^«1-^ ^ t 
;^f^^$^^fCo ig2f^TP-3 Mo Ab, TP-3-PAP, PAP(^^4qJ: 

r^B« (B43-PAP) ±\z^m^^cDmc^^^?>mm^mMmmmm(D 

, l: bOHS#|^ll»ia(7:)it5gtC^t"55»*^:^LTV^5, T P-3 M o A b (7) 
^ (-r^'^fc^tPAPgS^Lir) -ti^JfMt::^LTfpIcoa*t?t^< ; aiSf^'^H 
^^v^y^t hifiLffT/V7^^^^(HSA ; El2A)^to|e{*i:^Cj:5 7^^*"?±^^ 
DNAtf l;i5t!9 rAyfCo TP-3-PAPf^. L;d^L/^^S^OHS»^%oft|U 

(D4'KX^^H^^iyy(DMV7l^^^^±\cm'fl.tc ; OH S flT P-3-P A P ^^20 



^yhl (7:)TP-3-PAP^^>o50(D3ilA£Lfcll»{C46ij-SOHS^;ffl 

y ^C^)TP-3-PAP?:fflV^fc3o(D^/^^|li^-efl^:feSlI C5oW;^i^4. 1±0. 3pM 

:itte^coSmtl. TP-3-PAPJ::J:5Mc^®«/^^TP-3SiJ®^^m'r6^0 
J3S{-*f LTiSai-#^6^'e& 5 t V ^ 5 ^ t Sr:^ LTV ^ 5, PAP O^^S fctlSi- 
C D 19^feffiS^T*fe 5 B43-P A P ft. ^S^^IO, 000 p M*fc«-?rtt£X_hl;i?^^ 5 
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-M o A b P A PSBfeJc C2 Y LTV^;riff«l»»t4^S>3, OOOff ±iJP 

TP-3-PAPiCiaS«tl<10^pM(D«.STil:|o^6>^^/5^ofc (Bl3A:|oJ:03 
B)o b;a^L?S;a5e>B43-PAPfiCD19+jtelS^RS4;ll{;::*fLT?Si4;a5feofc 

(EI3B) o ^<Dx^\c^ FAF:^m=^>i^:^^-YKx?>^m\mmm^<i:Mo 

^M&<^in vitro3ti^#IRclonogenic assay system^^^V'^Tclonogenic OH 

m(Om2\C7f^^il^XoK. 37t:/5%CO2'ei00-3000ng/niL(^TP-3-PAP'e4 
0#PBl*?IiBi-§ iclonogenic OH S »^fflmft#&t){C1000ng/mL (5. 6nM) {C^ 
V^T*:^3.9±0.2<7:)log{l|-e«LfCo ^mt^^^tlC^ ^iiS^ lOOng/mLCDT 
P-3-PAP'^4BtPfl^a^5*i^ST-^^OHS;teJ!a<?5clonogenic^:ft^fcV^LT 
PIWL?te;0^ofc(log^J«^a21og>fii)o *fffiKj(C, lng/mL'-3000ng/mLC^TP-3- 

^11. 2cr)log«ffl, «a^300ng/mL-C}^>3.9<01og#JS^^feofc (*2) , 
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2. Clonogenic #Rllf SifilStc^-r ^ T P -3- P A P ® JnlMSffitt 



COHS t h'tSffi Clonogenic m^) 





T T> PAP 






(h r) 


WS. (ng/ml) 






4 


0 


4588±1556 


0. 00 ±0. 00 


4 


10 


4588±1556 


0. 00 ±0, 20 


4 


oU 




ft OQ-l-n Oft 

U. ZoXU. zu 


4 


1 fin 




ft Oq-hn Oft 


4 


oUU 


oio^: loo 


i. ID^U, Zo 


4 


1 nnn 
lUUU 


4-1-1 




4 


oUUU 




0 Q1 H-n 9Q 




U 




ft nn-uft flrt 


io 


1 
1 






18 


10 


917±311 


0.69±D. 20 


18 


30 


313 + 321 


0.58±0. 18 


18 


100 


120±135 


1.06±0. 23 


18 


300 


62±27 


L86±0. 23 


18 


1000 


4±1 


3. 91 ±0. 23 


18 


3000 


4±1 


3. 91 ±0. 23 



TP-3-P APCOin vivoK^ 
N I Hcr):^V Ky-f >'i^ttV^^T>:;^^^;^y^^^ Research Animal Resourc 
es'^m^LfCo ^mm^^l^l7m:^XUmmmt^^-y^±^ Animal Care Com 
itteelCX^mm^tlfCo pSOtrCj^ (TP-3^) lirttMC A106*ii^«t#SlttJt 
Dr. Jim Mule (NCI, Bethesda 7^11— yV-K) ^^^W. llCSTB L/6'^="^;^(C 
)lBi^Mii^i±/Co ffia^'gD{9S(^9. IffiP^K-SIf?. lOOu/mlcD-^^v-y lOOucg/ 
nilcD;^H^:/h'V'-fv'>':JoJ: tF2mM L- ^Vl^ ^ ^ V t * ( C R P M I 1 640 "CO. 4mg/ 
ml fc T/Vn r:^^^— a OBmg/mlx U :^ UT—^tSj:m. Omg/ml ^ 

<5^^^-if (Sigma) ^m\^^r4mm'^^^^'fy^mW'yu-VAi^MWunitLrz 

o IffllS^rCell Strainers™ (Falcon, Becton Dickinson) ^fi LTffijgi L. C a 
'ifc^iMg^^(^/c^Vv^:/^;^cD^PI&^^SS^g(Hank' s Balanced Solt Solution) ( 
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(Dm C57 (Dm(D^m\^»mP^&-M^?) r t LfCo 

T^^ASiirfcm. India ink (5% 3gtt NH^OH/lOOml) ^^«^t;::ftALfco 
J!it*3j;tJ^iL^llifliiT^*U. Fekete (70%:i:^ / -/V300id1. 10%j)^/W 

y >'30n]l*5j:t/7Ki^^l5ml)(Z)ff3i^Ati?)o »J^4'^5^^< ^ t "fiS^ffiir J: tQ fs 

(Instat'^^ GraphPad Software, ^>''f^^^\ :^ V y :i'/l^^r) ^m^XWM 

TP-3-PAPf^in Yiyo\C:jr^\^^X^^m^M\^XfSm'>h^ ^ t^>^^f)^^fCo 

rm(Dms^ x xim^ i^m c a loeM^^ ^ >f> o-^ ^ -e t p -3- p a p v ^ fc 

t#C^)^*4:®^LTV^5o TP-3 M o A b <?5^1?%Ma^5 B43-P A P^S 

mmxT p-3- p A p ^mm^^ Ltc^mMm^uxmmwm^mmim^j^- ^ 
ii:5^t^^'etfc(p<o.o4), m^(ommx^MEmmm^m^±(M^)o tp-3 

-PAP{cJ:^»fi#(Z)«/>fi;^»ffiPKjr^foi9. ^i^ffi»/5S#m(::M^n?&o 
fc(«3)o TP-3-PAP*iiBLfc^^7;^r*^e)ttfcte^ic;a5ii 

r /i^^ 7i V ^ nxf^<. T P -3- P A P ^QiB^ ^ ^ (Dm^^(D^ ^ X t ^fig f?^ ^ 
±0 
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T p -3- p A p '^(Dmmi^om'ptmA%umn m- pap 



*/cliTP-3 MAB£D;^©^^m 



student© 



HBSS(>(^M) 



0.0 

1.1 

3.3 
10.0 

10.0 



10,2 
16.4 
5.2 
2.2 
0. 75 
6.5 



2.5 

2.8 

1.7 

4.2 

0. 75 

2.8 



TP-3 MAB 
TP-3-PAP 
TP-3-PAP 

TP-3-PAP 

B43-PAP 



NS 
NS 
0. 047 
0. 039 
NS 



^4 E3 a iCttiPiJ 

*MCA 106 i^MlSB43-FAP^g#*{CJ:«9m^$n^CD19Jiit:: h-:/ 
^fzfii^ ■ Lt^Lflt<iUChm M»iiTP-3 MA B 

'3,4,5 BgOl B*/2:*?«^>^^'^'P^^5AtJ: 

lllK«aj5 : fc h#0^lll©SC I D-r!}';^^7^7HC*3lt5TP-3-PAP{rB|-t-5 

SC I D-^i?;^»MS^«^x/K-*D(t5 t b-tf^lKi-^t" 5TP-3-PAP 
:^aSlg©in vivoi^lJolj-SKM^^y^jmr^J; 5 l-P-^fCo C. B.-17-S C 

ST^«Lfc2l$Wm{-. 30Wi^ftTTP-3-PAP©|«)KiS#iCj;5«!.*?r5B 

IBiU^/W^Ss, io*fc}420j«g/-r'J?;^<DTP-3-PAP(Cj;o-C. SC I D-r 
!>;^tt>OOHSJEMg5ro5l^*5j;t^ilfT*S;*C*gtC)lMbfeo TP-3-PAP 20*t 

6#M„ TP-3-PAP{4:;^t)^j;MS<?)^3i'j;«^S:%fcp3L/c, n 



mm\C. #^3Vi>?3.'>'-hTP-3gi#:. #^3>-?;'^>5^-bPAP*fcl4B43-P 
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^^±<hfcf£t^-orc, ^hh(Dmmi^i.h,il. TP-3-PAP:^g^JS}4in vi 
i-T?##5:tti LT^#:-f-5„ r<©^BJ5(t#:£*5j;r/»* tV«j3J;t)«ft^ti- 
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INTERNATIONAL SEARCH REPORT 



T uboBd Appbmin No 

PCT/US 96/00104 



A. CLAS&mCATlON OF SUBJECT MATTER 

IPC 6 A51K47/48 



Accordiin to IntemMti<Ki*i Patent aaaiJicatioft (IPC) or to both aateorial daatiJca-tiQn And IPC 



B. FIELDS SEARCHED 


MmmimdocuBMnUaonfearctMd (etaoiGutio 

IK 6 A61K 


It tyaem fiolkMnd ^ dasdficitiiMi 






DocumenUlioii KiKbid ottur ttiaa nuHmum di 


iGDoieniticioa to th* oifcnt Hut jbk 




kdinlbefiddiflcwiml 



Qfctranicditi bate cavDiteA dvrlnE tie iaknuliGnti acsrch (aamcof daU base nd. where pndical, search t 



BUNd) 



C. DOCUhffiim GONSIDER.ED TO BE RELEVANT 



CMifOiy * Olaion of docvncnti vitfa indic«tion, where appropnatCt of the leicvAnt pasugcs 



Relevant to daim No. 



A 

P.X 



US,A,4 831 117 (UCKUN FATIH M) IS Hay 1989 
see colimn 8, line 16 - line 62 

CANCER RES. (1995), 55(6). 1321-7 CODEN: 
CNKEA8;ISSN: 0008-5472. 
1995. XPee20e2853 
ANDERSON, PETER H. ET AL: "In vitro and 

in vivo cytotoxicity of an 

anti -osteosarcoma iimunotoxin containing 

pokeweed antiviral protein" 

see page 1323, column 2, paragraph 2 

-/-- 



1-19 
1-16 



m 



FutttKr fiocuDKnti Bt ttum In die c 



loTlmxC. 



[X^ Pittiitftinily 



'A* docnnvent dcfitwig tfae g/tn/tni state of the art which it not 
eonndtNd td W of p«rti«iil&r r«lcvwie« 

'E* ttAitst docunxnt but puUished on or Aiter the imcrtiAiionBl 
filing dite 

'L' document tfucli tniy thiow douhts on pftonly daim^s) or 
wfaich u dte^l to «fUbluh Om pnWiciiiBti dale of iBota 
dlali<in or other ^cUI roason {as ^cciEed) 

'O* docnnient reforiiig to an oral dicdocuK, us«^ enhifaiiian or 
oficr nwans 

"F' dttunwjkt publidied pnor to tbe inUnuitional filing datt but 
later than tli« ^nahty date claiiiKd 



"T* latar docummt piiblish«d aftar ihe intxitiatiofial filing dat< 
or priori^ date and not in confU«t with Ibt andieatioft but 
dMd to undentand ibe principle dt theory uWdfcrijmj the 
uvenbon 

diniiiuDtafputiniBrivkTanGqthedauicdiiivailwa 
camat be eonif dared novel or csnwt be CDOddcnd Co 
invoavc an inveotive «tep «4ieiifhedoci«uiil» Ukcn atoM 

nr' oocuniaxorpiinlcdirretevin^ 

ccmiat br ooiutdcfBd Id iiivcilvr an inmbK ctip ndicii die 
dncUMCM i$ emfainEd with on« or mora oiher cuch doeu- 
moits, such combin&tiQn being obiioai toa pcraoA i 
in itK ait 

'ft' docuRunt member cf the nmc patent facnily 



DBtcQflbe adud canqttstiMi oT the immXM mwA 

13 Nay 1996 



Daitt ofDaUmg of 

24/05/96 



and moiling address of the ISA 

Euvopem P&lcntOf£«6, P.B. Silt PaXcaUaaa 2 

NL - 2260 HV Rijsinik 

Td. ( T 3]-T(^ MO-2040. TK. 31 tiSI CM Dl| 

Fax (-^31-70) 34&30I6 



Berte, M 
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mtionol App^icmbon No 




pCT/bs 96/mm 


C^Conanuatton) DOCUMENTS CONSIDERED TO BE RELEVANT 








ktiemnt to eliun ho. 


V 


DATABASE EHBASE 


( 1-19 




ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM, NL 












XP0O2Q02fi55 






see abstract 






& CANCER, 






vO ! , 4i> no. J, Ij/Oj "n i LnULL-rnln, 






pages 8W-819, 






ROTH J. A. FT AL.: "EFFECT OF ADRIAMYCIN 






AND HIGH DOSE METHOTREXATE CHEMOTHERAPY ON 






IN VIVO AMD IN V]TRO CELL MEDIATED 






IMMUNITY IN CANCER PATIENTS." 




X 


— 

W0,A,93 23G62 (IMMUNOMEDICS INC) 25 


1 




NoveTitjer 1993 




Y 


see claims 1,7»19 


1-19 




— 

ANTICANCER RESEARCH & ABSTRACTS OF IHE 


i-l& 


FTFTk TWTFQNAT rflNFFBFfjrF OF AUTK^ANrrR 
ririn i ti 1 Lnlln 1 • LUn r tRLflWL vi nil 1 A 






RESEARCH , 






vol. 15, no. 5A. September 1995 - October 






1995, (CORFU, GREECE). 






pages 1794-1795, XPG02GG2854 






P.K, ANDERSON ET AL.: "TP-3 






ANTIBDDY-POKEWEED ANTIVIRAL PROTEIN 






(TP-3-PAP) CONJUGATE EFFICIENTLY KILLS 






OSTEOSARCOMA." 






see the whole document 




X 


— 

DATABASE EMBASE 


1,2 




ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM, NL 






AN»8&051LB7, 






XP0OZ0eZ856 






see abstract 






& DRUGS TODAY, 






vol. 21. no. 11. 






pages 511-521, 






6ELLE60 J. ET AL.: "MONOCLOriAL 






ANTIBODY-DRUG CONJUGATES: A NEW APPROACH 






FOR CANCER THERAPY" 
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[ntiemalionfti tppiiodoft Na 

PCT/US 96/00104 



Bwc J Observ&tivnA where certain dfliiiu were iamnd nseai diikhJe (GmtiaiMdiian of item 1 mi first sheet) 



litis intenuiieim] tfcnh rtpsrl iwa not been cstabliahcd ia respeel of flcruin dmxm under Axtirie n[3X*} f«r ^ FaUowint rodotiK 

1. fXj Claims Nos.: 

b«cau8> ihey r«i&u to subj««i miuer no( r^uired ui ba searched by thif AuOioriiy, nitnely; 

flemdrk Although dalns 6-19 are directed to d method of treatment of 

(diagnostic method practised on) the hunan/anliul body, the search has been 
carried out and bassd on the alleged effects of the compound/composltfon. 

1. I I Clwzai Nosl: 

bceutfs they relite to paru of the inteimtional apptkatian ttax4o ad con^y with tbt pnicribed requireiaenitf to SMh 
An evtcnt that no nuBmngTiJl intcmalional amrdi om bv cvried out, ipvdfically: 



3. n CUitntNtt.: 

bccMise lh«y ire dvpmdi a cUms and ure not draM m asKm^aaet inth Uh leeiind aid third nnbniBH of Ride fl.4(i). 



Box il Ohscrvaiions where unity of invcntian i« Iftckiii^ (ContiMialjoii of item 2 of firrt sheet) 



This Inmmiional StirchinE Authority found multvlc inventrau in this intcmiCioiiil applieuian, as foUom: 



|~ I Ar aXi requtred addiiiofial icvch we timely paid by the ap^ieant, thii intemMioMl Marsh report oovirv all 



[ I As Jill seajch«.bie cliinu 

of any additioruJ f^. 



without effiotl JusdOfing an additional fn. this Awhority did not invite pagniient 



2. I Af only some of the required additional search feet were timely paid by the «.pplicanv this intemational tearch reporL 
oovers only Uioav diimi for whi^ fm were pftid. tpceinoally daimt Kq&: 



Fj No r«qulrad additkmal starch fna were timely paid by (he ^piciiiL Consequently, this iittematianal search report is 
restTKled to the inventiDn Hrst nnithiQed in die daiiaf^ it is cuvered by dairas Nos.: 



Renatlc vn fVetcrt 



se«rdi Ems were aoeoRipaniid by the appficant'f 
MDDtnpanied the payment of additifnial search 



Porcn PCT/lSA/310 (ci 



I of first skM (1)) (inly i»2) 
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NONE 
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